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(57) Abstract: 

PROBLEM TO BE SOLVED: To obtain a new compound 
improved in insulin resistance, having potent 
hypoglycemic and hypolipemic effect, and high in safety, 
thus useful as e.g. a hypoglycemic agent. 

SOLUTION: This new compound (salt) is expressed by 
formula I [R 1 and R 2 are each H, a 1-4C alkyl, 1-3C 
(halo)alkoxyl, 1-3C haloalkyl, a halogen, OH, N0 2 , (1-3C 
alkyl-substituted) amino, heterocycle, or combined into 
methylenedioxy; R 3 is a 1-3C alkoxyl, OH or a halogen; 
dotted line is a single or double bond in combination 
with solid line ], e.g. N-(4-trifiuoromethyl- 
benzyl)-5-(2,4-dioxothiazolidin-5-yl)methyl-2-methoxyben 
zamide. The compound of formula I is obtained by 
reaction between a compound of formula II and a 
compound of formula III. 
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135. 0 - 136. 0 


C 2J H K N 2 




6 4. 
6 4. 


77 
97 


6. 
6. 


14 
31 


6. 
6. 


57 
32 


23 


4- 


t-Bn 


6 


-MeO 




185. 0 - 188. 0 


C 23 H !4 N 2 


o 4 s 

N 2 °i 


0 


6 2. 

6 2. 


62 
85 


5. 

5. 


92 
94 


6. 
6. 


33 
15 


24 


4- 


cp 3 o 


6 


-MeO 




166. 0 - 168. 0 


C « H L5 F 3 


s 


5 3. 
52. 


09 
83 


3. 
3. 


34 
68 


6. 
5. 


19 
88 


25 


4- 


MeO 


6 


-MeO 




209. 0 -211. 0 


S H ll N 2 


o s s 




6 0. 
6 0. 


29 
35 


4. 
A. 


55 
55 


7. 

7. 


03 
03 


26 


3. 


4-McO 


6 


-MeO 






S H » N Z 
• 


o 8 s 


a 


5 7. 
5B. 


99 

02 


5. 
5. 


21 
44 


6. 
6. 


44 

15 



- m 



[0 0 5 91 



C*6J 



^W¥9-4 8 7 7 1 

20 







R 3 




A A TO 


1 ■ A « 


06) 

C H N 


27 


3» 4-nie t hy- 
1 ene d t oxy 


6-MeO 


— MWB 


2 3 8 0 — 9 A 1 0 
(DMF 


C H N 0 S 

•MIS! 6 


58. 24 
58. 17 


3. 91 
3. 98 


6. 
6. 


79 
80 


28 


4-J 


6-MeO 






C K FN 0 S 
• WHj 0 


57. 41 
57. 12 


4. 56 
4. 61 


7. 
7. 


05 
24 


29 


4-CF. 


4-MeO 




204. 0 ~ 207. 0 
(7t h-NUM 


20 17 S I % 


54. 79 
54. 76 


3. 91 
3. 92 


6. 
6. 


39 
55 


30 


3, 4 ~m 1 t h y- 
1 cned i oxy 


4-Me0 




1 n H7 n 

J. O Si. U A M 1 p U 


r u N fi 9 


57. 96 
57. 78 


4. 38 
4. 41 


6. 
6. 


78 
74 


31 


H 


4-MeO 




95. 0 - 98. 0 


W| 0 4 S 

• J/SHj 0 


5 9. 8 5 
59. 79 


5. 09 
5. 18 


7. 
7. 


35 
37 


32 


4-CFj 


2 -Me 0 


H A 


1 Q 7 n — 1 Q Q n 


C H P N ft 3 
SVa W 2°l S 


54. 79 
54. 70 


3. 91 
3. 84 


6. 
5. 


39 
39 


33 


4-CF* 


6~E t 0 




997 fl ~ 9? Q ft 
(DMF-xjy-/l/) 


C H ? N o <; 
• 1/2H : O 

C H K O S 


54. 90 
54. 83 


3. 95 
3. 82 


6. 
5. 


10 
98 


34 


3 4 — ra e t h v- 
1 ened i oxy 


6-B t 0 


— d«a 


5> 1 S A—PIS fi 


59. 14 
58. 99 


4. 25 
4. 32 


6. 
6. 


57 
70 


35 


4-CF 


6 _ i _ p r 0 




COX. V 6 O C . V/ 

(x*; -*) 


C H F W ft 3 


56. 69 
56. 68 


4. 12 
4. 11 


6. 
6. 


03 
02 


36 


4-CF, 


6-F 




145. 0-* 14 6. 0 


C.H^F. N. 0. S 
19 14 4 2 1 


53. 52 
53. 36 


3. 31 
3. 22 


6. 
6. 


57 
62 


37 


4- (Me) j X 


8-MeO 




203. 0 ~ 208. 0 j 






* 






38 


4-Me 


6-MeO 




170. 0 - 17 2. 0 


W| 0,S 


MS (m/a) 382 (M 





1) -CfiSiSU IWft^^i:Lt 403mg (80%) 

*S^tt)»8Lt|Kjft^^#fc 0 176.0-17 
7.5t 
[0 0 6 2] 

7G*#*T« (%) :C, 0 H 17 F 3 N 2 0 4 S£UX 

C H N 
m»m. 54.79 3.91 6.39 

mmm 54.75 3.84 6.40 

40 [0 0 6 3] |g^j40-48 
[0 0 6 4] 

jETlOyo^^v^^A/^CSOOmg) -C**teLfco S/S * 





(11) 



* >H NMR (de-DMSO) . 8 :2.86 (6 
H, s) , 3.94 (3H, s) , 4.38 (2H, d, J =5. 
9Hz), 6.69 (2H, d, J=8.8Hz), 7.18 (2H, d, 
J=8.8Hz), 7.28 (1H, d, J -7.9Hz), 7.74 (1 
H, dd, J =2.2,7. 9Hz), 7.78 (1H, s ) , 7. 95 
(1H, d, J=2.2Hz), 8.59 (1H, t, J=5.9H 
z), 12.30 (1H, b r) 

[0060] mm&m 

N- (4-hy7/VtP^f/V^^;V) -5- (2, 
[0061] N— (4-hy * fvWO^/V) 

-5- (2, 4-v ? t^yfr/yv ? y-5-^yT 

V) ^^-2-^ F^ry^XT; K (500mg)€r^ 
/V (70ml) {ClISL. ^> 3. Okg/cm 2 (C**^P 



(12) 



#R?¥9-4 8 7 7 1 



22 







R 3 


■ < oo 


fi 4 


C H N 


40 


3. 5-CFj 


V 


III 6 \I 


L67. 0 - 1 69. 0 

f-r Jtt i _ n A 


C 21 H 16 F ! M 2 °< S 


5 0. 


80 
00 


3. 
3. 


19 
06 


5 53 
5. 54 


41 


4-Me 


ft 

□ 


-Me 0 

In C \J 


7 =e^7 7 X 


S H JI N 2 V 


fi 9 

6 2. 


A ft 
*t ft 

20 


5. 24 
5. 2 3 


7 9 Q 

7. 30 


42 


4-CFj 0 


fi 

D 


-Ma ft 


7 t A/7 7 X 


S H 1! F 3 N 2 °5 5 


0 C. 

5 2. 


ft £ 
o 0 

68 


3. 
3. 


77 
80 


A 1 7 

D. 1 f 

6. 45 


43 


4-MeO 


6 


-MeO 




S H J0 N 2 °5 S 

• 1/4H 2 0 


5 9. 
5 9. 


31 
24 


5. 
5. 


11 
03 


6. 92 
6. 94 


44 


3. 4-me t h y- 
1 en ed i ox y 


6 


-MeO 




C 2I H |I N 2 °i S 

• 1/JHj 0 


5 7. 
57. 


33 
10 


4. 
4. 


46 
38 


6. 69 
6. 89 


45 


4- (Me) j N 


6 


-MeO 




S H 22 N 3 °< 8 

• 1/4H 2 0 


6 0. 
6 0. 


33 
48 


5. 
5. 


68 
66 


10. 05 
10. 13 


48 


4-CFj 


6 


-EtO 


159. 0 - 162. 0 


C 2l fi l! F 3 N 2 °i S 


5 5. 
5 5. 


74 
65 


4. 
4. 


23 
25 


6. 19 
6. 34 


47 


3. 4-methy- 
1 enedioxy 


6 


-EtO 




C 21 H 2« N 2 °« S 


5 8. 
5 8. 


87 
59 


4. 
4. 


71 
85 


6. 54 
6. 72 


48 


4-CFj 


6- 


i-PrO 


158. 0 - 158. 5 


Wi N 2 0 4 S 


5 6. 
5 6. 


65 
70 


4. 
4. 


54 
44 


6. 01 
5. 98 



[00 6 5] f£ 



N- (4-by7;l/tn^f;^y^) -5- (2, 
4-^yf7)/y^y-5->f^) 

[0 0 6 6] N- (4-^)7/^0^/^^) 
-5- (2, f/V') ^ 

?VU-2-^ h^riX-<^XT^ K (800mg)O«*Jfifb^ 

V>j§r£ (2.20ml) £r#o< «9«Tbfc 0 ^M"-C6B#lffl 
»#bfc^ 3f3fffl#cMLfc 0 *^APx., 30#RB£l#b 

mt^^U> : ^^/-/V=40 : 1) -CfitSU Sftrtfc 
^^SNI^bT 618mg (80%) #fc 0 r<D*><D£r^ 
y-/v-*^e>s^b, ^fe*&*S^bT)ft»b^ 
S«J{k^Sr#fCo MM 146.0-148.0 <C 
[00 6 7] 

7G*#«rffi (%) :C 19 Hi 6 F 3 N a 0 4 StLT 
C H N 
53.77 3.56 6.60 
53.92 3.88 6.49 

[oo6 8] mmmso 



* (— ) — N — (4-hy7;wtP^f;v^yi/;i/) -5 
- (2, 4-^yfr/y> J y-5->f;v) 

30 [0 0 6 9] HSfe^39-e#e>ixfc (±) — N— (4-h 
y ^7^r3^^-<v^/w) -5- (2, 4-i^t^y 

^ryyv^-s — f/i^) 2 y*^<"<z/x 

T % Kl. 00 g ^r^^^/^20ml{C*om^ bfc 0 ?fr£P 

L (-) -7x^7^> 0.276 g£r#P;t. —31 
H^afeMbfCo WffibfcMf H £*©. g^^/W-Cife 
*£^ig;jSU 0.753g<Z>L (-) -y^^/vr^ism, 

*TV\ 0. 142g43<fctfH#iS0.0908g£#*Lo ?& 

191-193 JE)6« [a] D =-87° (C=0.24, 
40 THF) 

[0 0 7 0] 

7G*#Wffi (%) :C, 8 H, 8 F S N 8 0 4 StbT 

C H N 
»JS« 60.10 5.04 7.51 

mmm 60.24 5.05 7.43 

[00 7 1] — #H£ LtfWc 0.753gSr7)C^T, 
1 N&g£20mll^n;U 5&mm&&mm, &£h£7kVG, 

mmnm^tco #fe^fc^ASr^^y-/^s^b, 

B^m^t^X^mm 0.532gSr#yei o 194-19 
* 50 5 ^ JBfc« [a] d=-100 ° (C=0.24, TH 



(13) 



#R§¥9-4 8 7 7 1 



23' 



F) 

[0 0 7 21 

C 

twm 54.79 
mm® 54.72 



: C»Hi,F, N, 0« StUt 
H N 
3.91 6.39 
3.90 6.35 

[0 0 7 31 %¥m&Mfe<OlL1fo&b}VfcM&<0— U 

mimg) ;—*3nuz-mm. «T, 

T^^^^-^—^-MSR 0.2ml Sr4P*., 5#fW^?&» 

^uvh^77>f- ; ^^^t/VAD (^ 

0 : 30, «tj£ ; 1. Oml/min, jft|j£ig££ : A. = 230nm, f£ 
J^^FK ; 22. 31min) lCT#^*61g£«!l3£99. 2%ee-Cfco 

[0 0 7 41 Hife^l51 

(+ ) _ N _ (4-h!)7^o^f;i"<>i>/H -5 
- (2, 4-myfT/yv ; >'-5-'f/V) ;*?VV 
-2-* h*v"<vX7 5 K 

[oo7 5i mmm^mhutc (±) -n- u-b 

!)7/W^n^f/i"<>'^) -5- (2, 4-i>t*y 
^T> f y> f ^-5--f/l') fT-fr- 2 b^i^^X 
T5K1.00g£D (+) -7i^^T5^{C-C^JS^ 
50fcBlfll**^«*tfV\ D (+) 

0.742g, 0. 143 g, =#fiO. 05 

87gSrefe«>i-^St Itifc. »!J6 191~ 193"C, % 
>t*[a]»=87° (C=0. 24, THF) 
[0 0 7 61 * 

MUST* (K) = 



7G&#*Tte (%) 

c 

ftJSffi 60.10 
Sifflfi 59.95 



24 

: Cn Hti Fs 
H N 
5.04 7.51 
5.19 7.49 



N 8 0« SZ.VX 



10 



c 

fMMI 54.79 
54.88 



20 



* [0077] mmmw t mm-m§> o. 742 g sr 1 Nmm 

0.510g£#fc„ 194- 195^ MKA [a] » = 

100° (C=0.24, THF) 
[0 0 7 81 

C„Hi,F s N, 0« StLT 
H N 
3.91 6.39 
4.03 6.42 

[0079] %^m8Mfe<ntc$>. mmmsotmm^ 

: 4 y7"D/V- /W=70 : 30, Sftit ; l.Oml/mi 
n, 89$£2£* ; X = 230ran, GM^BtlH : 30. 64min) ICT 
7t#*6*^S!)^99. 2%ee-Cfcofc. 

[0 0 8 0] ffl&ffJl 
jte^lES-^'?^- (C57BL ob/ob) £rfflV\ 

mat^*V^J:5»C#»rtU SHJfet»J36, 39, 46£.t*48© 
•fb-a-^JSrlOmg/kg^fflS-^S BKSPlS^-l-fe. »«fE 

Jj-U 0#, SO^WO^OjfiDBMtSrill^Ufc,, jfoJMS 
[00 8 1] 



30 



xlOO 



[0 0 8 21 i^*Sr^8(^-r. rtu?><D^*J:!9, * 

[0 0 8 3] 
[*8] 



40 



a « * 


« * 

(ng/kg) 


(%) 


33SOT3 6 


1 0 


43 


^JtM3 9 


1 0 


47 


£*£W4 6 


1 0 


3 7 


m&m* 8 


1 0 


45 



[00 8 41 W>W2 
50 JfrgttflEJitK** (C5 7BL ob/ob) SriW 



(14) 



*SrBB¥9-4 8 7 7 1 



2mm 26 

ft:#«*TB©ffl*-C2aiWiRPl9!#-bfc1ft, ifl* h !> * [0 0 8 5] 

ffiT$ (96) = —— 

[0 0 8 6] i^*Sr*9^i-o r J; »K * * [0 0 8 7] 

fc. * 



xioo 



ft a * 


Ow/kg) 




(%) 




1 


2 8 


2 6 


3 


1 4 2 


2 9 



(51) Int. CI. 6 

C 0 7 C 69/84 
69/92 
C 0 7 D 417/12 
//(CO 7D 417/12 
277:34 
317:48) 



3 17 



F I 

C 0 7 C 69/84 
69/92 
C 0 7 D 417/12 



3 17 



(72) ^mm ?&m 

«*»T*«W»*WTSffl4660- 4 



*(72)^?q# *t-h »n 

«*JRT«*W»*«T*-#386- 2 :7V 

(72) &wm nm mm 

*B**T«*Wlf*l«r«ffl5932 



